trast, the most common recessive ataxia, Friedreich ataxia (FA), is due to the loss of a nuclear-encoded 1 
and other ataxias caused by defects in DNA repair (ElIn general, defects in DSB repair do not affect the Khamisy et al., 2005) . This and other studies (e.g., Frapnervous system exclusively. They also lead to adverse, part et al. 2005) are beginning to shed light on how systemic effects of genomic instability, including immudifferent kinds of DNA damage result in toxicity to the nodeficiency and malignancy. In contrast, the recently nervous system, in some cases quite selectively. discovered ataxias due to defects in single-stranded First, a little background on the genetic basis of de-DNA repair appear to be confined to the nervous sysgenerative ataxias is needed. Ataxia means, quite littem outside of a few mild lab test abnormalities. They erally, the loss of coordination, particularly of gait and also show remarkable clinical and pathological simlimb. It most often results from degeneration of the cerilarity. Ataxia with oculomotor apraxia type 1 (AOA1), ebellum and its associated pathways. But damage to which is caused by mutations in a DNA repair protein, nearly any region of the neuroaxis can manifest with aprataxin, manifests with early onset ataxia, sensorigait ataxia, thus it is not surprising that a remarkably motor neuropathy, and a failure in eye movements, yet wide spectrum of gene defects can cause ataxia (Taroni has Perhaps it is now time to look more carefully at DNA sued. In contrast to mouse knockouts for several other damage and its downstream consequences as a poten-DNA repair enzymes that resulted in embyronic lethaltial contributor to pathogenesis in these and other neuity, a TDP1 gene knockout mouse may be viable given rodegenerative diseases. the apparent redundancy for Tdp1 action in replicating tissues. Cre-Lox-mediated conditional knockout approaches, so elegantly employed in a recent study of
